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Treatment of canines 
FIELD OF THE INVENTION 

The present invention relates to a method of treatment of skin disorders in 
animals; in particular, but not exclusively, the invention relates to a method of treatment 
of canine atopic dermatitis. Certain aspects of the invention relate to a medicament for 
treatment of such diseases. 

BACKGROUND OF THE INVENTION 

Canine atopic dermatitis is a common problem affecting around 15% of dogs, 
with the principal symptom being pruritus (itching) initially round the face, axilla, front 
legs and later over the trunk. 

Canine atopic dermatitis is generally caused by an allergic response to allergens 
such a$ pollens, grasses, dust mites and moulds. Secondary skin, infections may also 
develop, leading to great discomfort for the animal. 

Current therapies generally take a number of approaches: 

1 . The allergic reaction may be blocked, by anti-inflammatory then^y. Steroids 
can be given orally or by injection and may be combined with, antihistamines and fatty 
acid supplements. 

2. Relief from itching may be given by use of topical agents. 

3. The allergic reaction may be reduced by means of hyposensitisation* Once 
specific allergy sources are identified, small amounts of the antigens are injected 
regularly to desensitise the animal. Injections usually need to be continued for a 
significant length of time, with the treatment being relatively expensive. Further, 
success rates are limited. 

- 4. Cyclosporins may be used as a treatment for atopic dermatitis. 
There is a need for an alternative treatment for canine atopic dermatitis. 
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PCT publications WO 03/004049 and WO 03/064472 describe therapeutic 
agents and treatments which are based on a serum composition with many surprising 
beneficial effects. The respective content of each of these two texts is incorporated in 
full by specific reference. In particular, the reader is referred to them for an 
understanding of how the therapeutie agent can be"pre£5ia; ana~f6Tth-e-indications 

which can be treated. 

Typically a goat is immunised with HIV-3B viral lysate raised in H9 cells. The 
resulting serum is believed to be active against HIV, and multiple sclerosis. The reader 
is further referred in particular to the section on pages 3 and 4 of WO03/004049 headed 
'Example of Production of Goat-Serum' for further details of the production of serum. 
This section is incorporated herein by reference. 

In addition to the uses described in we earlier PCT publications, it has been 
surprisingly identified that the serum composition may be active against canine atopic 
dermatitis. 

SUMMARY OF THE INVENTION 

According to a first aspect of me present invention, there is provided a method 
of treatment of a skin disorder in a canine, the method comprising administering a 
serum composition obtained from a goat after challenge with an immunogen. 

The immunogen may comprise HIV. This may be presented in intact host cells, 
in cell-free extracts, as a viral lysate, or in a mixture thereof. 

Alternatively, in a variation of the uwerrobn, following heat inactivation of a 
supemate solution upon which a viral culture has been grown or which is capable of the 
same, but has not been used to grow a culture, may also be used as an immunogen 
which will produce a suitable response. Any supemate solution or other medium which 
is suitable for the in vitro growth of HIV or another virus may be used to produce an 
acceptable immunogen, which will produce an effective response. Tbe supemate of a 
cell culture growth medium such as PMBC or the cancer immortal cell line as used to 
grow HIV 3b are given as an example. The HIV or other selected virus does not need to 
be present to produce an effective immunogen to create the composition. 

Other suitable immunogens are recited on pages 12 and 13 of WO03/064472, 
the contents of which are incorporated herein by reference. 
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sld n disorder to be treat* * pdto* - »~ 

atopic dermatitis- 

m d ,0 rogfcg - «»e subjec* mot* ~ °<> l - 5 »«*» 
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A further aspect of the invention provides a method of beannen. of a skin 
M » a canine, the metirod comprising admioistoring a serum compose 
obtainable from a goat after challenge wifh-an immuno S en. 
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The present invention also provides the use of a serum composition obtained 
from a goat after challenge with an immmnogen in the manufecture of a medicament for 
the treatment of a skin disorder in a canine. The use of a serum composition obtainable 
from a goat after challenge with an iromunogen m tfc manu?actuTe-of a-medicameut-fer 
the treatment of a skin disorder in a canine is also provided. 

Also provided is a pharmaceutical composition for the treatment of a skin 
disorder in a canine, the composition comprising a serum composition obtained from a 
goat after challenge with an imnmnogen, suitable for administration to a subject animal. 

Examples of pharmaceutical compositions include any solid (tablets, pflls, 
capsules, granules, ointments, etc) with suitable composition for oral, topicaL or 
parenteral administration; fluids suitable for injection; or aerosols suitable for 
administration to an animal. The compositions may include a carrier. 

According to a further aspect of the present invention, there is provided a 
method of treatment of a skin disorder in a canine, the method comprising administering 
a serum composition comprising anti-HLA antibody. It is believed that at least a 
component of the serum activity is linked with anti-HLA activity; the activity may 
reside in the antibody itself or in some other factor associated with the antibody. 
Preferably the anti-HLA antibody is goat anti-HLA antibody. The antibody may be 
polyclonal. 

DETAILED DESCRIPTION OF THE INVENTION 
Example of Production of Goat Serum 

A goat was inoculated by intramuscular injection with lysed HTV viral cocktail 
and formulated with Freunds adjuvant. The virus was previously heat killed at 60°C for 
30 minutes. Blood samples were drawn after an appropriate interval, such as two weeks, 
for initial assessment. In the optimised procedure, the goat is injected every week for 
four weeks, then at six weeks the animal is bled to obtain the reagent. 
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Approximately 400 cc of blood is drawn from the goat' under sterile technique. 



5 



The area for needle extraction is shaved and prepared with betadine. An 18-gage needle 
is used to draw approximately 400 cc of blood from the animal. Of note is that the 
animal can tolerate approximately 400 cc of blood drawn without the animal suffering 
any untoward "effects; The aSgeal'do^s not have to be sacrificecL-Xhe animal, can then be 
re-bled in approximately 10 to 14 days after it replenishes its blood volume. 

The presence of potentially useful antibodies was confirmed, having regard to 
the desired antibody activity. Once the presence of such reagents was confirmed, blood 
was then taken from the goat at between 4-6 weeks. . 

The base blood product in. prder to create the reagent is then centrifuged to 
create the serum, 300 ml of sernm was then filtered to remove large clots and particulate 
matter. The serum was then created with supersaturated ammonium sulphate (45% 
solution to room temperature), to precipitate antibodies and other material. The resulting 
solution was cenirifuged at 5000 ipm for five minutes* after which {he supernatant fluid 
was removed. The precipitated immunoglobulin was resuspended in phosphate-buffered 
saline (PBS buffer, see Sambrook et al, 'Molecular Cloning: A Laboratory Manual 9 , 
1 989) sufficient to redissolve die precipitate. 

The solution was then, dialysed through a membrane with a molecular weight cut 
off of 10,000 Daltons. Dialysis was carried out in PBS buffer, changed every four hoars 
over a period of 24 hours. Dialysis was carried put at 4°C 

After 24 hours of dialysis the contents of the dialysis bag were emptied into a 
sterile beaker. The solution was adjusted sucb that the mass pea: unit volume =10 mg 
per ml. The dilution was carried out using PBS. The resulting solution was then filtered 
through a 0.2 micron fitter into a sterile container. After filtration^ the solution was 
aliquoted into single dosages of 1ml and stored at -22°C prior to use. 

Administration of serum 

A 1 ml aliquot of serum, prepared as described, is adjusted to provide a dose of 
0.1 mg/kg, and injected stfbcutaneously to a domestic dog suffering from atopic 
dermatitis. 

Experimental Results 
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Four domestic dogs were treated with the serum. Summaries of their conditions 
and responses are as fellows. 

Stunmary for patient 1 . 

Primary condition for treatment! Chronic lick lesions over both carpii and right 
pes apparently associated with degenerative joint disease. 

Concurrent active conditions and treatments: Polyarthropathy with bilateral 
carpal varus due to degenerative joint disease. 

Apparent response to Treatment! After two injections owner left lick lesion 
uncovered and dog has not licked at since. 

Adverse reactions: None reported. 

Summary for patient 2: 

Primary condition for treatment: Atopy and interdigital cysts - evening primrose 

oil 

-Concurrent active conditions and treatments: Multiple generalised sebaceous 
cysts that dog chews at Inflammatory bowel disease - dietary management and 
protexin. Occasional injection of dexadreson to manage acute flare up- However 
extended steroid treatment (inhaled or tablet) results in marked side effects. Chronic 
allergic respiratory disease - responds to Piriton and inhaled steroids 

Apparent response to Treatment: Over the course of one months treatment with 
serum noticeable improvement in condition of skin and coat. Decreased inflammation 
associated with generalised sebaceous cysts. Since treatment no episodes of 
inflammatory bowel disease has occurred. 

On stopping Piriton the respiratory signs recurred despite treatment 

Adverse reactions: Increased appetite reported- 

Summary for patient 3 : 

Primary condition for treatment: Progressive alopecia with borderline low 
thyroid levels (awaiting skin biopsy results). 

Concurrent active conditions and treatments: Upper respiratory noise especially 
when excited* no evidence of collapsing trachea. 
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Apparent response 
Adverse reactions: None reported, 



to Treatment: Only one injection so fer. 



Summary for patient 4 

Primary condition for treatment: Atopy 

Concurrent active conditions and ireatments: Persistently elevated ALT and 
ALKP bat despite investigation no cause of this has Been identified. 

Apparent response to Treatment: Only one Daval injection so fer. 

Averse motions: After first injection on returning home, owner reports 
Hyperexcitable and running around house. 
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